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1. This international piEliminaiy report on pateniaWHty (Chapter I) is issued by the International Boreau on behalf of the 
IntEmational Searching Authority under Rule 44 to. !(»). 

2. This REPORT consists of a total of 5 sheets, inc]udin|[ dils cover sheet. 

In the attached sheets, any nsfcrcnce to the written opinion of the International Searching Authority should be read as a reference 
to the intemational preliminary nepoTt on patentability (Chapter D instead 



3. This rEport contains indications lElaH ng to the fol lowing itents: 





Box No, I 


Basis of the repott 


□ 


Box No. n 


Priority 


□ 


Box No,m. 


Non-establishtnent of opinion with regard to novelty, inventive step and industrial 
applicability 


□ 


Box No. rv 


Lack of unity of invention 




Box No. V 


Reasoned statement under Article 35(2) with mgard to novelty, inventive stiep or industrial 
applicability; citations and explanations supporting such statement 


□ 


Box No. VI 


Certain docmnents cited 


□ 


T?ox No. vn 


Certain defects in the intemational application 


□ 


Box No. Vni 


Certain observations on the intcmBtional application 



4. The Tntcrnacional Bureau will communicate this report to designated Offices in acconiance with Rules 44to.3(c) and 93bls. 1 but 
not, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority 
date (Rule 44bis ,2), 
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This opinion contains indicirtiOTs relating t*? the following items; 
Basis of the opinicn 
Phority 

Non<stabtishiiicnt of opinion with regard to novelty. Inventive step aind industrial appticatnlity 
Lack of unity of invention 

KeaflOflcd ssiatcmcnt under Rule 43Kt..t.(aKi) with regard to novelty, inventive step or indiistriat 
i^lk^lity: eHaitcnis Rnd exptanntions supporting such slstemcnt 

Certain documents cited 

CertAin defectx in the international ^application 

Ccrf 9in pbscTvatif^ns the international Application 





Box No. I 


□ 


Box No. n 


□ 


Bo.xNo.III 


□ 


BoxNo.rV 


El 


Box No. V 


□ 


Box No. VI 


□ 


Boci No. VII 


□ 


BoxNo.vm 



% FURTHER ACTION 

If a dcnutnd for internntionnl pr^linHnary c^nrninAticn is nude, this opinion will lie coa^idcrcd to he a written opinion of the 
International Prcliniinary E.xaniiniag Authority ( "IPEA") cxcefit that this <loe$ not <ipply where the i^icant chooses an Authority other 
than thiit one to be ihc TPEA and the chosen IFBA haft nolifted the MemAtloaal Boreav under Rule 66.lMj(bl that written opinions of 
thiii International Searching Authority will not be so consiHcrtr.!, 

If this opinion is, as provided ahove, eon^idercsd to be a written opinion of the TPEA, the appitcant is invited tO subimt lo the IPSA a 
written reply together, where appropriate, with amendments, before the expiraticM of 3 months ficom the dntc of mailing of Form 
PCT/lSA/220 or before the expiration of 22 montfaa from the priority dnie. wh]Cbe^'Cr c:^ires LUer. 

for Eiirther option*, sec fcrro PCT/IS A/220. 
K For further detaih, see notes to Form PCT/l.S A/;?20. 
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PCT/DE2004/002178 



Box No. I Baas of this opinion 



With rcj^ffd to the lotigtiflge. iWs opinion has been CJi-ibHshed on ihc basis of the intenutttonal iippUi^aiion in Iht language in which ii was 
filed, imlciut otherwise incHoitoil under thii item. 

O TWs opinion ha* hcen establudicd on the Kx*is of a tran^ation from ihe original l.ifiguagc Into the fbUowing language 

. which is ihe language of a Iranslatfon furnished for (he pvrpQStf, of International search (under 

Rc4e 12.3 And23.1<b )>. 

WHh regard to any nucleoUde snd/or amino 9<ld ^oiiiMiee di»lo.^ in the intenuitiowtl ai^licaiion and neccKsary to the claimed 
invention, this opinion hax been cstabtidied on the bAfiift of: 

a. type of material 

A «quc nee li sti ng 
rn table(8) related to Ihc $e<jucncc listing 

b. format of malcrj.Tl 

In written fonnd 

I n computer readable form 

c. tinic of filing/fiimishing 

^ contained in the international ;^lication ax filed. 

I I filed logelhor with the international application in compaler readable fcrm, 
fimiij(hed ituhMqucRtly to this Ai^hority for the pwposea of scnich. 

In fldditkia. In ihe case that more than one version or copy of a scqocfKC listing and/or laWc(A) telaling thereto ha« been filed or 
famished, the rcqviircd jta1ement« that the information in the sobsequent or additional copies is idc«iiical to that in (he c^Ucntion as 
filed or docs not go beyonri the application as filed, as appropriate, were fucnished. 



4, Additional commoiris: 
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Box No, V 



F«a!«(vned jaatemenl under Rule 4Sbt&l(aKi) «ritb n^rd to nQVcltv, inventive $tep or IndoiUrial nppUcnbUUy; 
dtaticws gnti cxplnnailoii» snpportlng such .stotement 



Si Ate mem 



Novdly(N) 



1-12 



NO 



Im-entiN-e step (IS) 



YES 



NO 



Indoslrfol .ipplicabfliiy (tA) 



CWms 



1-12 



YES 




Methods which enable the methylation status of a nucleic 
acidi to be determined have been described previously in 
the prior art* Dl describes a method which enables 
methylated and unmethylated CpG to be distinguished by a 
chemical treatment and which is therefore suitable for 
the diagnosis and prognosis of diseases. 
D2 likewise describes a method which enables methylated 
CpG to be distinguished from unmethylated CpG, see claim 
1* D2 therefore provides a method of evaluating cancers, 
see column 3, lines 28-33- a document from the field 

of hemimethylationsr describes an ajraplification method 
which enables hemimethylated DNA sections to be 
recognized and quantified, see for example page 19 and 
claims • 

All of the structural and functional features have been 
described previously in the prior art, see D1-D3, and the 
problem of recognizing a methylation status has been 
solved previously in the prior art. No additional feature 
responsible for a surprising effect on the prior art can 
be found in the present application. The present set of 
claims therefore does not meet the requirements of PCT 
Article 33 (3) • 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCRtNG AlTTMORm' 



Tftf cmationni application No. 

PCT/DE2004/002178 



Sapplcmcnial Box 



In case iht «tpac« In snQir of the precedins boxes is not .snfTidcnt. 

Contiivuitim of: 

BOX VIII 



Claim 1 does not meet the requirements of PCT Article 6 
because the subject mattex: for which protection is sought 
is not clearly defined. The claim attempts to define the 
subject matter in terms of the result to be achieved 
{hemimethylated double-stranded DNA^ genomic), but in so 
doing merely states the problem to be solved without 
providing the technical features necessary for achieving 
this result. The same objection applies to claim 12. 
Furthermore, preparation of the heinimethylated double 
strands, starting from a genotnic DNA sample, is not 
supported by the description (PCT Article 5) . 



